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Reconsideration of the above-idenrifi-^ ,• . 

The Applicant respectfully wishes tn » 

as filed. c<,„pri.i„, 39 ^ J"*™" ^P^-^o, PCT/,L00/003M 

described below. ' ^ ^^^e been added as 



The Examinerhas rejected claims 1.3. 5 7-10 14 ,7 .n 
36,and37under35USC 102rK. u- ' ' ^^-25, 29, 30, 32, 33. 

^neutralized fihn former JUice-resistant coating comprising a 
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sometime before June 10. 1999, and that diligence was observed during the period between 
conception of the invention and publication. 

The present invention relates to a novel stable formulation for an acid labile 
benzimidazole, and methods of preparation and administration thereof, and in particular to a 
stable fonnulation of a benzimidazole, which is suitable for oral administration. The 
formulation is able to maintain the stability of a benzimidazole derivative, such as 
Omeprazole during storage and during the passage through the stomach without a separating 
layer. The single layer enteric coating is applied as a solution with a pH value of at least 6.5 
directly to the benzimidazole substiate, without the use of a subcoat, or any intermediate 
layer, and remains basic during storage and administration. Conversion of the enteric coating 
to an acidic form may occur only after the preparation reaches the stomach. 

Dietrich teaches a partially neutralized film fonner (page 6, lines 17-20). hi a 
preferred embodiment of the formulation, the fUm fonner which is applied to the core is 
treated with a base to neutralize tiie firee carboxyl groups of the film former (page 10, lines 
17-20), while a dispersion of non-neutralized stomach acid resistant film fonner or any 
desired stomach acid resistant coating is also applied until a sufficient thickness is achieved 
(page 11, lines 11-14). 

The neutralized film fonner usually has a pH value of 4 to 8, i.e. in the neutral range 
(page 11, lines 3-6). Higher pH values are mentioned as being 'not disadvantageous' (page 
1 1 , lines 6-8), therefore a coating layer having a high pH is clearly not the taught invention. 

Dietrich describes (page 11, lines 10-17) separate application of a fihn polymer 
having neutralized carboxyl groups, and of a second layer comprising a dispersion of 
non-neutralized stomach acid resistant polymer film fornier, which is also sprayed on. 
Therefore, Dietrich does not teach a homogenous enteric coating layer or a homogenous 
solution for producing such a homogenous layer. 

The use of at least two enteric coating layers is therefore taught, in contrast to the 
single layer of the present invention. 

Furthermore, the tau^t neutralized film layer has relative basicity with respect to the 
acidic outer coating layer, which, as is well known in the art (for example, with regard to EP 
247983), would be expected to lead to interaction between the two hiyers resulting in 
degradation of the acid outer coating layw. In an alternative embodiment of the invention 
taught by Diedrich, the transition fi-om neutralized to untreated film material is continuous 
(page II, lines 17-19). A description of a device for continuous application of coating 
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matcnal showing transition froxn neut^ed to non-neutraii^ed material, i, described in the 
para^aph on page 11, line 16 to end, and hrid^ngpage 12, lines 1 to 15). T,. .^.position 
of the device is continuously modified from 'neutralized' u, Wneut^ized'. such that at 
the end of the pn,cess p..ferably no neutralized fihn former is present in the container 
result ,s therefore a non-neutralized outermost layer over a neutralized sub-layer. 

Hence the invention taught by Dietrich teaches a fihn coating having a pH of 
preferably neutral value, with a continuous gradation of the pH value of the coating 
Application of this gniduated layer clearly results in non-homogeneous coating of the tablet, 
as a portion of the coating material is non-homogeneous while another portion is 
homogeneous, particularly as compared to the uniform enteric coating of the present 
^plication. 

In either example, the outer layer taught by Dietrich is non-neutralized, with an acidic 

pH. 

Dietrich does not teach or suggest the use of a uniform enteric coating of pH 
preferably from 7 to about 10. 

Furthermore, in the invention taught by Dietrich, the core comprises the active 
substance. Dietrich does not teach an embodiment comprising a neutral core with an active 
layer containing the active substance, as recited in amended claim 44 of the present 
application. 

While continuing to traverse the rejections of the Examiner, Applicant has chosen to 
amend certain claims and to add new claims as follows, in order to expedite the prosecution. 

Original claim 1 (corresponding to new claim 40) has been amended to recite a 
homogenous layer of enteric coating material being layered over the core. Support for this is 
found throughout the specification, and specifically at page 8, lines 1 1-12, which describe the 
coating solution being apphed directly to the substrate without any need for an additional 
layer. This clearly teaches the use of a single coating layer. The use of a single solution for 
application as the enteric coating layer is taught throughout the description and associated 
examples. No mention is made at any point of use of more than one solution and/or of a 
non-homogcnous solution or material as a coating. It is therefore clearly understood that a 
homogenous solution is used. 

Original claim 8 (corresponding to new claim 48) has been rewritten as an 
independent claim reciting HPMCP in combination with at least one other enteric coating 
polymer. Support for this amendment may be found throughout the specification, including 
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at page 1 2, lines 4 to 6. which states that HPMCP may be .ed in combination with at least 
one of the other Ksted enteric coating materials. 

Original claim 31. co„-esponding to new claim 71 has been amended to delete the 
reference to hydroxypropylcellulose (HFC), and to replace HPMC with hydroxypropyl 
methylceliulose (HPMCAS). Support for this is derived from the specification at page ^2 
line 8. which describes HPMCAS as the preferred enteric coating material. 

New claim 47 has been added to recite an active coating comprising hydroxypropyl 

methylceUuloso. Support for this is derived fbm the specification in Examples 4, 16, 17. 18, 
and 19 (atpages 18, 35, 37, 38, and 40, respectively. 

New claim 90 has been added to recite a single, homogenous layer of enteric coating. 
Support for this is found throughout the specification, and specifically at page 8. lines 1 1-12, 
which describe the coating solution being applied directly to the substrate without any need 
for an additional layer. This clearly teaches the use of a single coating layer, The use of a 
single solution for application as the enteric coating layer is taught throughout the description 
and associated examples. No mention is made at any point of use of more than one solution 
and/or of a non-homogenous solution or material as a coating. It is therefore clearly 
understood that a homogenous solution is used. 

Rejections over 35 USr Iftl 

nie Examiner has rejected claims l-39under 35 U.S.C. 103(a) as being unpatentable 
over Dietrich et al. in viewof Lundberget al. (U.S. Patent No. 6,013,281) and Lee et al. 
(U.S. Patent No. 6,228,400 Bl). The rejections of the Examiner are respectfully traversed. 

The object of Dietrich is described above. 

Lundberg teaches an oral pharmaceutical dosage form comprising an alkaline 
reacting core material and an enteric coating layer, such that a separating layer is formed in 
situ as a water soluble salt between the alkaline core material and the enteric coating 
polymw. 

The object of the present invention is a formulation which is characterized by the lack 
of a separating layer between the core and the enteric coating layer. No reaction such as that 
described by Lundberg occurs between the enteric coating and the core material in the 
fomiulation of the present invention, since a neutralized enteric coating layer is used, having 
a pH value of at least 6.5. As stated on page 6. lines 7-10, interaction between the' enteric 
coat and the alkaline core is completely eliminated as the enteric coat is not acidic. Ihe 
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7.e of. ^ 

Undbeig also te«h« a«y ta, ft. p^, i„,^„, ^ 
no. l«d one of ortioa^ skill ta *e « » a.,«„p. ^ e^n^j^ 

Tl.. pata, applfcaHon which mat^ i„to U., filed Jm^ ,9, 2000, has a prion.y 
da« fta. Of *e ;™ 22. .999 pdority d«. of .he p,e«„, Application, (or which 

pnon.y was d.riv«i fe« ,s«„ pHor .pplic«io„ „o. 130602. He Official USPTO Filin, 
R«=eip, of Utoch 1 1 . 2003. iacorreofly Med .0 cite fte paren. Is«« application. A copy of 
^ «,ues, for co,«o«o„ „f fte Ahng receip. is altached. He«x. U,e deepen. ,„ Lee ca^o, 
be considered as pdor an in respect of ttie present Application. 

F«rthemK,re. US 6,228.400 .0 L« te«*es a fcnnulation «>mprising a snbcoat tha. is 
requmrf be».ea, tte core and .he enteHc coating. A fonnulation in which no subcoat is 
present, while a neutralized enteric coating is present, is no. .aught Lee also teaches away 
fi»m fbe present invention, such that Lee would no. lead one of ordinary skUl u, the art ,0 
attempt to combine Lee witti Dietrich. 

Therefore, the combination of Dietrich and Lundberg clearly does not teach the 
present invention, nor does the combination of Dietrich, Lundberg and Lee. 

The present response is intended to be fully responsive to all points of objection 
rau^ed by the Examiner and is believed to place claims 40-90 in condition for allowance 
Favorable reconsideration and allowance of the Application is respectfully requested 



Respect&IIy submitted, 




DVorah Graeser 
Ageot for Applicant 
Registration No. 40,000 



Date: August 24, 2003 



